FIG S1 Effect of TBAJ-876 and its analogues on ATP synthesis and hydrolysis in M. 2 smegmatis. Effect of the compounds on (A) ATP synthesized by M. smegmatis inverted 3 membrane vesicles, (B) intra-bacterial ATP content of whole-cell M. smegmatis and (C) ATP 4 hydrolysis activity by M. smegmatis inverted membrane vesicles. BDQ was used as a positive 5 control. In (A), the IC50 values are as follows: 5.9 pM for TBAJ-876, 16.4 pM for 5366, 11.0 6 pM for 5316, 8.7 pM for 5307 and 200 pM for BDQ. In (B), the MIC90 values are as follows: 7 6.3 nM for TBAJ-876, 5.5 nM for 5366, 4.6 nM for 5316, 3.5 nM for 5307 and 100 nM for
BDQ. In (A -C), all values are represented as a percentage of the drug-free sample which 9 corresponds to 6.29 nmol/mg of protein for (A), 16.2 pmol/ml of culture for (B) and 37.34 10 µmol/min/mg of protein for (C). For (B), the CFU of all samples were constant at the end of 11 treatment compared to the start of the experiment. Experiments were carried out thrice 12 independently. Results are shown as mean values with standard deviations. respectively. Residue W16 has face-to-face stacked interaction with BDQ's naphthalene 31 moiety and phenyl group. Residue F86 has an edge-to-face aromatic interaction with the phenyl 32 group while residues A84 and S17 have hydrophobic interactions with the quinoline and 33 naphthalene moieties of BDQ, respectively. S1 Primers used in the identification of mutations in the atpC and atpE genes in the 61
